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Les: 

In rell Response to G. A. Depaoli's letter oF July 11* 1983. 

I will handle the various questions by desree oF complexity and 
l not in the order listed in the letter. 

Reaardina the Fact that optical purities have not been speciFied For 
the compounds. I have talked with Georse on the phone. He has been 
told that in all cases optical data is available and was listed in 
the oriainal experimental. Purity data is not available. Test 
reactions were run which established that the methods used to 
prepare the compounds covered should not have caused any loss 
in optical purity. Consequent!y* all oF the compounds should 
be 100% optically pure. Direct determination oF absolute optical 
purity is potentially possible but would be diFFicult. In the exper¬ 
imental oriainal 1 */. suppI ied For the invention* I have covered the 
diFFerences between 3' *3 '-dimethylcotinine as prepared by my vs 
Achenson's method. 

The compound names For claims 54 and 55 are indeed wrona. They should 
be S-(-)-5-(3-pyridyl)-i*3*3-trimethyl-2-pyrrolidinone and R-(+)- 
5-(3-pyridyl)-l*3*3-trimethyl-2-pyrrolidinone (The 2 should be dropped 
in both cases). 
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The renderins oF claims 44-47 obvious by Titus et al and C.A. Formula 
Index appears unwarrented. The Formula Index aives a registry number 
For both reFerences it quotes. These have been search by M. Southwick 
and the search attached. For both references* the position oF sub¬ 
stitution is unspeciFied. Since both reFerences deal with the 
alkaloid spe:ctrum oF various species oF Nicotiana* it is diFFicult 
to accept that they have Found a new alkaloid. The only known 
hydroxynicotine is the G-substituted derivative. This was reported 
by Squires et al USP 3*S44*17G. No hydroxynicotines have been Found 
in Nicotiana to the best oF my- fnowledse. The Titus paper has been 
requested From Chemical Abstracts and the Lovkova artical is beins 
translated. CareFul readins oF both abstracts reported by C.A. 
sives no indication that they Found a 4 / -hydroxynicotine. 

It will be a while until we have translations oF both artieals and 
can completely establish that neither paper reports our compounds. 

I must stress that I am hiahly sceptical that either artical actually 
reports a 4 , -hydroxynicotine. 

The major document which establishes this work is the oriainal invention 
record dated Apri1 10* 1979. This was sent to G. Depaoli on July 19* 
197-9. It was reviewed by G. Depaoli and this inFormation siven to 
us in written Form in a letter to 9. A. Hutcheson on Auaust 10* 1979. 

A meetina was held here at PM with G. Depaoli on September 27* 1979 
to discuss this invention record. On October 24* 1979* S. A. Hutcheson 
informed G. Depaoli that I was actively persuina experimental work. 

On January 7* 1981 (letter incorrectly dated January 7* 1980) the 
j experimental details and an update oF the prior art were sent to 

l G. Depaoli. 
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f I am enclosina all notebook records which relate to these compounds 
! prior to February 15* 1980 as well as those which Follow. Also attached 
I are the CR sheets For the compounds in question which I made. 
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* 11 . -lit searo.i uuacfieu. Hor uuui rel-erencesr the position oF sub- 
. <it'.^tution is unspecified Since both references deaj^uth the 
^cilKaloitJ^spectruw of variTus species of Nicotiana* it is difficult 
to accept that they haue Found a new alkaloid. The only known 


hydroxynicotine is the G-substituted derivative. This was reported 
fey Squires et-al USP 3*G44*17G. No hydroxynicotines have been Found 
in Nicotiana toXthe best of wy knowledge. The Titus paper has been 


requested From Chemical Abstracts and the Lovkova artical is being 
translated. Careful\readins of both abstracts reported by C.A. 
stives no indication that they Found a 4 '-hydroxynicotine. 

It will be a while until we have translations of both articals and 
can completely estab1ish^Xhat neither paper reports our compounds. 

I must stress that I am highly sceptical that either artical actually 
reports a 4 f -hydroxyniootine. 

The major document which establishes this work is the original invention 
record dated April 10* 1979. This wa£\sent to G. Depaoli on J-uly 19* 
1979. It was reviewed by G. Depaoli ancNthis information given to 
us—i-n written Form in a letter to S. A. Hu'Vqheson on August 10* 1979. 

A meeting was held here at PM with G. Depaoli^on September 27* 1979 
to discuss this invention record. On October 24f' x !979* S. A. Hutcheson 
informed G. Depaoli that I was actively persuing experimental work. 

On January 7* 1991 (letter incorrectly dated January 7>\1980) the 

experimental details and an update oF the prior art were sept to 
G. Depaoli. 


I am enclosing all notebook records which relate to these compound 
prior to February 15* 1980 as well as those which Follow. Also attached 
are the CR sheets For the compounds in question which I made. 


Notebook BBSS p.84 (4/1/75) gives the First report of the compounds covered 
in claims 40-43. This is supported by numerious notebook references 
as well as a CR sheet dated 11/14/78 For the compound of claim 40. 


Notebook 7207 p.29(1/27/7S) gives the First report of the compounds 
covered by claims 44-47. This is supported by notebook 7207 p. 33 
(2/9/78)* NB 7207 p.49 (3/27/78)* NB 7207 P.15G (2/28/79)* NB 7207 
p.159 (3/7/79)* NB 7207 p.IGO FF and many Following pages. 


The synthesis of the compounds covered in claims 50-53 was attempted 
NB 7207 p.lll (10/31/78) and p.135 (1/17/79). The desired compound 
was not identified other than by chromatographic methods. Notebook 
7207 p. 2G (10/25/79) does give the preparation of a mixture oF the 
compounds covered by claims 50 and 53 which were the only two I made. 

Tfie on!’/ compounds not made until after February 15* 1980 were 
those covered by claims 48 and 49. The synthesis oF these was 
fully covered in my initial invention record. 

The notebook information covering the compounds of claims 54 and 55 
halve already been transmitted to you via L. InsKeep about S/28/83. 


This seems to cover all of the items From your letter. IF you need 
Further data or clarification please let me know. 
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